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^ (54) Title: METHOD FOR ASSAYING REPLICATION OF HBV AND TESTING SUSCEPTIBILrrY TO DRUGS 

(57) Abstract: A method for measuring the replication capacity of HBV, e.g. HBV present in a biological sample, possibly in 
the presence of a pharmaceutical product, in particular an antiviral agent, the method comprising: (a) possibly extracting nucleic 
acids contained in the biological sample; (b) PCR amplifying HBV nucleic acids using at least two primer pairs selected so as to 
obtain at least two different amplified HBV genomic fragments which upon assembly represent a linear continuous DNA sequence 

^5 transcriptable in pgRNA ; (c) cloning the fragments obtained under (b) into a vector under the control of an heterologous promoter, 

^5 so producing a vector containing a linear continuous DNA sequence transcriptable in pgRNA under control of said promoter; (d) 
transfecting or transducing susceptible cells with the vector; (e) culturing the transfected or transduced cells in conditions allowing 
synthesis of HBV pgRNA from the cloned HBV DNA; (f) possibly treating the cultured cells with the pharmaceutical product, in 

>^ particular antiviral agent; and (g) determining the replication capacity of the HBV, possibly incidence of the pharmaceutical product, 

1^ preferably antiviral agent, on viral gene expression and/or viral replication. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established In respect of certain claims under Article 1 7(2)(a) for the following reasons: 
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' — ^ because they relate to subject matlernot required to be searched by this Auihorlty, namely: 



2 nn claimsNos.: 1,2,5-8,11-13.15,17; (incompletely searched) 

' — ' because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, speciffcaBy: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3 I I Claims Nos.: 

' — ' because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of Invention is laclcing (Continuation of Item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
I — ' searchable claims. 

2. I I As all searchable claims could be searched without effort Justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of tiie required additional search fees were timely paid by the applicant, this International Search Report 
I — ! covers only those claims for which fees were paid, specifically claims Nos.: 



4. FT] No required additional search fees were timely paid by the applicant Consequently, this Inlemattonal Search Report is 
restricted to the invention first mentioned in the claims; it Is covered by claims Nos.: 
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Claims Nos.: 1,2,5-8,11-13.15,17; (incompletely searched) 



Present claims 1 relates to an extremely large number of possible 
products. In fact, the claims contain so many variables, that a lack of 
clarity and conciseness within the meaning of Article 6 PCT arises to 
such an extent as to render a meaningful search of the claims 
impossible. Claim 1 (c.) uses the term "a linear continous DNA sequence 
transcriptable in pgRNA". This term is unclear and not sufficiently 
defined. Consequently, the search has been carried out for those parts 
of the application which do appear to be clear and concise. In the 
present case the method was searched for a full-length- HBV-DNA. 
Claim 2: the term "an about 1 genome unit" has been searched in the 
meaning of "one full-length genome of HBV". A "sub-genomic fragment..." 
has been searched as part of the genome comprising the pre-C gene and 
including the poly-A attachment site. Present claims 5 - 8 relate to 
extremely large number of possible products. These claims lack clarity 
and conciseness within the meaning of Article 6 PCT. A meaningful search 
is impossible. Consequently, the search has been carried out for those 
parts of the application which do appear to be clear and concise. In 
claim 5, the first primer pair and the second primer pair remain 
undefined in terms of their sequence. As a consequence of that the 
forward primer A is also undefined in claim 6. In addition, claim 7 is 
formulated as an effect to be achieved ("a restricition site which is 
not present in the HBV-genome") . Claims 5-8 have only been searched 
with respect to their concrete embodiments, namely the SEQ. ID. Nos. 
provided in the underlying application. In the same respect claims 
11-13,15 are unclear and claim 17 is formulated as an effect to be 
achieved. These claims have only been searched with respect to their 
concrete embodiments, namely the SEQ. ID. Nos. provided in the 
underlying application. 

The applicant's attention is drawn to the fact that claims relating to 
inventions in respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This is the case irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome . 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 



1. claims: 1-34 (partially) 

Invention Number 1: 
The Polynucleotide with the Sequence Identity Number 1, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



2. claims: 1-34 (partially) 

Invention Number 2: 
The Polynucleotide with the Sequence Identity Number 2, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



3. claims: 1-34 (partially) 

Invention Nundaer 3: 
The Polynucleotide with the Sequence Identity Number 3, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



4. claims: 1-34 (partially) 

Invention Number 4: 
The Polynucleotide with the Sequence Identity Number 4, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



5. claims: 1-34 (partially) 

Invention Number 5: 
The Polynucleotide with the Sequence Identity Number 5, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 
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Invention Number 6: 
The Polynucleotide with the Sequence Identity Number 6» its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



7. claims: 1-34 (partially) 

Invention Number 7: 
The Polynucleotide with the Sequence Identity Number 7, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



8. claims: 1-34 (partially) 

Invention Number 8: 
The Polynucleotide with the Sequence Identity Number 8, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



9. claims: 1-34 (partially) 

Invention Number 9: 
The Polynucleotide with the Sequence Identity Number 9, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



10. claims: 1-34 (partially) 

Invention Number 10: 
The Polynucleotide with the Sequence Identity Number 10, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 
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Invention Number 11: 
The Polynucleotide with the Sequence Identity Number 11, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



12. claims: 1-34 (partially) 

Invention Number 12: 
The Polynucleotide with the Sequence Identity Number 12, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a Kit for HBV amplification. 



13. claims: 1-34 (partially) 

Invention Number 13: 
The Polynucleotide with the Sequence Identity Number 13, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



14. claims: 1-34 (partially) 

Invention Number 14: 
The Polynucleotide with the Sequence Identity Number 14, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



15. claims: 1-34 (partially) 

Invention Number 15: 
The Polynucleotide with the Sequence Identity Number 15, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 
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Invention Number 16: 
The Polynucleotide with the Sequence Identity Number 16, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



17. claims: 1-34 (partially) 

Invention Number 17: 
The Polynucleotide with the Sequence Identity Number 17, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



18. claims: 1-34 (partially) 

Invention Number 18: 
The Polynucleotide with the Sequence Identity Number 18, its 
use in a method for measuring the replication capacity of 
HBV, it being useful as primer for HBV amplification, it 
being comprised in a primer pair for HBV amplification, it 
being comprised in a kit for HBV amplification. 



19. claim: 35 (completely) 

Invention Number 19: 
Vector comprising a continous HBV DNA and a promoter; 



20. claim: 36 (completely) 

Invention Number 20: 
A baculovirus or cell line comprising the vector of claim 
35; 
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